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CLAIMS : 

We claim: 



1. A polyoxypropylene/polyoxyethylene block copolymer with the following "T-^ 'fttiX 
general formula: 

H0(C.sub.2 H.sub.4 0).sub.b (C.sub.3 H.sub.6 0).sub.a (C.sub,2 H.sub.4 
O) . sub.b H 

wherein a is an integer such that the molecular weight represented by the 
polyoxypropylene portion of the copolymer is between approximately 900 and 
15000 Daltons and b is an integer such that the molecular weight represented 
by the polyoxyethylene portion of the copolymer constitutes between 
approximately 5% and 90% of the copolymer and the polydispersity value is • 
less than approximately 1.07. 

2. The block copolymer of claim 1, wherein the polydispersity value is less 
than approximately 1.05. 

3. The block copolymer of claim 1, wherein the polydispersity value is less 
than approximately 1.03. 

4. The block copolymer of claim 1, wherein the copolymer is substantially 
free of unsaturation . 

5. The block copolymer of claim 1^ wherein the copolymer has a molecular 
weight range of between approximately 1,200 and 6500 daltons. 



6. The block copolymer of claim 5, wherein the polyoxyethylene portion of 
the copolymer constitutes between approximately 10% and 90% of the 
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copolymer . 

7. A surface-active copolymer comprising a polyoxypropylene/polyoxyethylene 
block copolymer with the following general formula: 

H0(C.sub.2 H,sub.4 0).sub.b (C.sub.3 H.sub.6 0).sub.a (C.sub.2 H.sub.4 
0) .sub.b H 

wherein a is an integer such that the molecular weight of the hydrophobe 
(C.sub.3 H.sub.6 O) is approximately 1750 daltons and b is an integer such 
that the average total molecular weight of the compound is approximately 
8400 daltons and the polydispersity value is less than approximately 1.07. 

8. The surface-active copolymer of claim 7, wherein the polydispersity value 
is less than approximately 1.05. 

9. The surface-active copolymer of claim 7, wherein the polydispersity value 
is less than approximately 1.03. 

10. The surface-active copolymer of claim 7, wherein the copolymer is 
substantially free of unsaturation . 

11. A surface-active copolymer comprising a poiyoxypropylene/polyoxyethylene 
block copolymer with the following general formula: 

H0{C.sub.2 H.sub.4 O). sub.b (C.sub.3 H.sub.6 0).sub.a (C.sub.2 H.sub.4 
0) .sub.b H 



wherein the total molecular weight of the copolymer is between approximately 
5,000 and 15,000 daltons and b is an integer such that the molecular weight 
represented by the polyoxyethylene portion of the copolymer constitutes 
between approximately 75% and 85% of the copolymer. 

12. The surface-active copolymer of claim 11, wherein the total molecular 
weight of the copolymer is between approximately 7,000 and 12,000 daltons. 

13. The surface-active copolymer of claim wherein the copolymer is 
substantially free of unsaturation. 

14. A surface-active copolymer comprising a polyoxypropylene/polyoxyethylene 
block copolymer with the following general formula: 

H0(C.sub.2 H.sub.4 O). sub.b (C.sub.3 H.sub.6 0).sub.a (C.sub.2 H.sub.4 
O) .sub.b H 



wherein a is an integer such that the molecular weight of the hydrophobe 
(C.sub.3 H.sub.6 O) is approximately 9,700 daltons and the average total 
molecular weight of the compound is approximately 10,000 daltons and the 
polydispersity value is less than approximately 1.07. 

15. The surface-active copolymer of claim 14, wherein the polydispersity 
value is less than approximately 1.05. 

16. The surface-active copolymer of claim 14, wherein the polydispersity 
value is less than approximately 1.03. 

17. The surface-active copolymer of claim 14, wherein the copolymer is 
substantially free of unsaturation. 

18. A surface-active copolymer comprising a polyoxypropylene/polyoxyethylene 
block copolymer with the following general formula: 

H0(C.sub.2 H.sub.4 O). sub.b (C.sub.3 H.sub.6 0).sub.a (C.sub.2 H.sub.4 
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O) . sub.b H 



wherein a is an integer such that the molecular weight of the hydrophobe 
(C.sub.3 H.sub.6 O) is approximately 3400 daltons and the average total 
molecular weight, of the compound is approximately 40 00 daltons and the 
polydispersity value is less than approximately 1.07. 

19. The surface-active copolymer of claim 18, wherein the polydispersity 
value is less than approximately 1.05. 

20. The surface-active copolymer of claim 18, wherein the polydispersity 
value is less than approximately 1.03. 

21. The surface-active copolymer of claim 18, wherein the copolymer is 
substantially free of unsaturated. 

22 . Substantially pure block copolymer having the formula 

H0(C.sub.2 H.sub.4 O), sub.b (C.sub.3 H.sub.6 0).sub.a (C.sub.2 H.sub.4 
O) .sub.b H 



wherein a is an integer such that the molecular weight of the hydrophobe 
(C.sub.3 H.sub.6 O) is approximately 1750 Daltons and b is an integer such 
that the average molecular weight of the compound is approximately 8400 
Daltons, the block copolymer having a polydispersity value of less than 
approximately 1,07. 

23. The block copolymer of claim 22, wherein the polydispersity value is 
less than approximately 1.05. 

24. The block copolymer of claim 22, wherein the polydispersity value is 
less than approximately 1.03. 

25. The block copolymer of claim 22, wherein the copolymer is substantially 
free of unsaturation . 



26. Substantially pure block copolymer having the formula 

H0(C.sub.2 H.sub.4 O). sub.b (C.sub.3 H.sub.6 0).sub.a (C.sub.2 H.sub.4 
0) . sub.b H 



wherein a is an integer such that the molecular weight of the hydrophobe 
(C.sub.3 H.sub.6 O) is approximately 1750 Daltons and the average molecular 
weight of the compound is approximately 8400 Daltons, and wherein the block 
copolymer comprises at least 92.2 percent by weight of a middle molecular 
weight fraction, not more than 2.1 percent by weight of an early molecular 
weight fraction, and not more than 5.7 percent by weight of a late molecular 
weight fraction when fractionated by gel permeation chromatography. 

27. The block copolymer of claim 26, wherein the copolymer is substantially 
free of unsaturation. 



28. The block copolymer of claim 26, wherein the copolymer comprises 
essentially 100 percent of the middle molecular weight fraction. 



3 of 3 



10/16/02 12:47 PM 



= > "Fluronic F27" 



. ........ , 

42 "F27" V^"^^ ^ 



6 "FLURONIC" 



LI 0 "FLURONIC F2 7" 

("FLURONIC" (W) "F27") 

=> fluronic and chitosan 
6 FLURONIC 
1314 8 CHITOSAN 

681 CHITOSANS 
13169 CHITOSAN 

(CHITOSAN OR CHITOSANS) 
L2 0 FLURONIC AND CHITOSAN 



=> "fluronic F127" 

6 "FLURONIC" 
399 "F127" 
L3 0 "FLURONIC F12 7" 

("FLURONIC" (W) "F127") 

=> F127 and Chitosan 
399 F127 
1314 8 CHITOSAN 

681 CHITOSANS 
13169 CHITOSAN 

(CHITOSAN OR CHITOSANS) 
L4 10 F127 AND CHITOSAN 

=> D L4 IBIB TI SO AU ABS 1-10 



L4 



ANSWER 1 OF 10 CAPLUS COPYRIGHT 20 02 ACS 



ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 

INVENTOR (S) : 
Timothy 

PATENT ASSIGNEE (S) 
SOURCE : 



DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



2002 : 658574 CAPLUS 
137:190763 
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Rosenthal, Gary J.; Etter, Jeffrey B.; Rodell, 
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TI Polymer-based compositions for treatment of mucositis 

SO U.S. Pat. Appl. Publ., 17 pp., Cont . -in-part of U.S. Ser. No. 721,516. 
CODEN: USXXCO 

IN Rosenthal, Gary J.; Etter, Jeffrey B.; Rodell, Timothy C. ; Schauer, Wren 

H.; Samaniego, Adrian 
AB A therapeutic compn. useful for treatment of a mucositis at a mucosal 
site 

comprises a pharmaceutical substance effective for treating mucositis 
formulated with a biocompatible polymer, such as a biocompatible 



an 



reverse- thermal gelation polymer. The pharmaceutical substance is 
selected from an antibacterial, an anti- inflammatory, an antioxidant, an 
anesthetic, an analgesic, a protein, a peptide and a cytokine. For 
example, 10% of the antioxidant, N-acetyl -L-cysteine , was formulated in 

aq. delivery matrix contg. 16.25% Pluronic F127 and 0.57M NaOH 
(pH 4-5) . The formulation reduced the mean clin. mucositis scores 
relative to the vehicle and water controls in a hamster radiation-induced 
oral mucositis model. 
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IN 



AB 



Rodell, Timothy C; Schauer, Wren 



TI Treatment of mucositis 
SO PCT Int. Appl., 40 pp. 
CODEN: PIXXD2 

Rosenthal, Gary J.; Etter, Jeffrey B, 
H.; Samaniego, Adrian 

This present invention provides a therapeutic compn. for use in the 
treatment of mucositis and a method for using such a therapeutic compn. 
The therapeutic compn. includes a pharmaceutical effective for treating 
mucositis formulated with a biocompatible polymer, such as a 
biocompatible 

reverse-thermal gelation polymer. The antioxidant, N-acetyl-L-cysteine 
(NAC) , was formulated in delivery matrixes by mixing the following 
components under sterile conditions: N-acetycysteine 10, Pluronic 
F127 16.25, and chitosan 0.5%, and 0.57M NaOH soln. NAC 
formulations reduced the mean clin. mucositis scores relative to the 
vehicle and water controls, with the NAC formulated in Pluronic 
F127 being the most effective. 
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TI ProJuvant (Pluronic F127 . RTM. /chitosan) enhances the 

immune response to intranasally administered tetanus toxoid 

SO Vaccine (2001), 20(5-6), 711-723 
CODEN: VACCDE; ISSN: 0264-410X 

AU Julie Westerink, M. A.; Louise Smithson, S.; Srivastava, Neeti; Blonder, 
Joan; Coeshott, Claire; Rosenthal, Gary J. 

AB The potential to generate both a systemic and local immune response makes 
the mucosal system an attractive site for immunization. However, mucosal 
administration of protein and peptide antigens generally results in a 

poor 

immune response. Successful mucosal vaccination is therefore largely 
dependent on the development of effective mucosal adjuvants. In this 
study we have examd. the effect of mucosal administration of tetanus 
toxoid (TT) in the presence of a non- ionic block copolymer, Pluronic . RTM. 
F127 (F127) , with chitosan or 

lysophosphatidylcholine (LPC) on the systemic and mucosal immune 
response . 

Balb/c mice, immunized i.p. with TT and boosted intranasally (i.n.) with 
TT in F127/chitosan, demonstrated a significant 

enhancement in the systemic anti-TT antibody response compared to mice 
boosted i.n. with TT in PBS or mice boosted i.n. with TT in F127 
/LPC. We detd. the antigen specific IgA response in the nasal and lung 
washes of these animals and found a significant increase in anti-TT 
mucosal IgA response in the group boosted with TT in F127/ 
chitosan. Similarly, mice immunized and boosted i.n. with TT in 
F127/chitosan had a significant enhancement of their 

systemic anti-TT IgG and mucosal IgA antibody responses compared to the 
animals immunized and boosted i.n. with TT in PBS or TT in F127 
/LPC. The results of these studies suggest that F127/ 
chitosan represents a novel mucosal vaccine delivery system, 
consisting of two components, that appear to exert an additive or 
synergistic effect on the immune response. 
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AB The present invention provides pharmaceutical formulations comprising at 
least one bisphosphonate and an additive consisting of one or more 
absorption enhancing agents. The said pharmaceutical formulations are 
useful for the inhibition of bone resorption and for the treatment and 
prevention of osteoporosis. A compn. contg. alendronate 2.3, caprylic 
acid sodium salt 11.5 mg, and 50 mM Tris with 100 mM NaCl 1 g was 
formulated. 
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AB A compn. for the nasal delivery of a drug suitable for the treatment of 

erectile dysfunction to a mammal is adapted to provide an initial rise in 
plasma level followed by a sustained plasma level of the drug. Examples 
given were apomorphine in a pectin based formulation and a Pluronic 
F127 formulation. 
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AB A suppository compn. contains a drug which undergoes the hepatic 

first -pass effect, poloxamer, and hydrophilic natural polymers. The 
suppository compn. of this invention is characterized in that: has the 
gelation temp, of 30 to 36. degree., and is a liq. form at room temp., and 
readily becomes a gel at body temp, after rectal administration; has the 
remarkable gel strength, and is not leaked out the anus; has the 
remarkable bioadhesive force, and does not climb up to the end of the 
colon, therefore ensures better bioavailability of the drug. A 
suppository contained poloxamer F-127 15, poloxamer F-68 19, sodium 
alginate 0.2, propranolol 0.4, Me P-hydroxybenzoate 0.06, Pr 
p-hydroxybenzoate 0.03, and water q.s. 100 g. The suppository had a 
gelation temp, of 33 . 4 . degree . , and gel strength of 16.0 s. 
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AU Zhou, Mengping; Donovan, Maureen D. 

AB Rapid clearance of a drug away from the site of absorption is one factor 
that limits the bioavailability of compds. administered nasally. The 
effects of putative bioadhesive polymers including Me cellulose, sodium 
CM-cellulose , hydroxypropyl Me cellulose, chitosan glutamate, 
Carbopol 934P, PEG 600K and Pluronic F127 on slowing nasal 
mucociliary clearance were investigated using a rat model. The clearance 
of these polymer gels from the nasal cavity was measured by following the 
removal of f luorescently labeled microspheres incorporated into the 
formulation. Due to the increased residence times of the gel 

formulations 

in the nasal cavity, the clearance rate of each polymer gel was slower 
than the clearance rate of a control microsphere suspension. The 
clearance rate consts. were in the range of 7-57% of the control 
clearance 

consts. Me cellulose gel (3%) resulted in the most prolonged nasal 
clearance whereas Carbopol 934P aq. gel (0.2%) had the most rapid 
clearance. A Carbopol 934P gel with propylene glycol and glycerol formal 
as cosolvents was prepd. to investigate the effect of an in situ gelling 
system on nasal clearance. The initial clearance of this cosolvent gel 
was not significantly different than the suspension, yet the total mass 
recovered was significantly lower than the control. The clearance of a 



3% 



Me cellulose gel formulation from a damaged nasal mucosa was also 
investigated in order to obtain further information about the 
characteristics of nasal mucociliary clearance. From 4 h through the 7th 
day following the initial damage, although the initial clearance rate 
consts. were slightly higher, the time for 90% of the obsd. particle 
clearance was significantly extended and the total masses recovered were 
significantly lower than those obtained from a non-damaged mucosa. 
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AB An ophthalmic soln. with viscosity-enhancing and detergent properties for 
contact lenses comprises one or more physiol . acceptable 
viscosity-enhancing agents in aq. soln. .having a non-Newtonian rheol . 
behavior, and one or more physiol. acceptable nonionic surfactants. The 
nonionic surfactant may be selected among ^esters of fatty acids, sorbitan 
polyoxyethylates , or block polyoxyalkylenes . The viscosity-enhancing 
agent may be selected among hyaluronic acid or its salts with alkali or 
alk. -earth metals, ethers or esters of cellulose, chitosans, 
gellans, alginates or carboxyvinyl polymers. Examples were given which 
were based on Na hyaluronate and Pluronic F127 . 
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